. Various models have been put forward to explain this dependency, but most evidence suggests that tumor-and growthsuppressing gene silencing by promoter CGI hypermethylation is the predominant mechanism affected by reduced DNA methyltransferase. Most interpretations have focused on DNA methylation itself, however, the DNA methyltransferase protein has transcriptional repressive capability independent from its methylating capacity (10) . Nevertheless, the case for a role mediated by DNA methylation per se was strengthened by the observation that knockout of a DNA methylation reader protein, Mbd2, also caused a reduction in adenoma size and multiplicity in Chip/- (7) . As observed in previous studies, intestinal polyp formation was strongly suppressed in the model, however, colonic micro-adenoma formation associated with LOH of Apc was actually increased (7). These results suggested a more refined model for intestinal tumorigenesis in which DNA hypomethylation contributes to tumor initiation by increasing genomic instability but suppresses progression from micro-adenoma to macro-adenoma by inhibiting tumor suppressor gene silencing (7). hypomorphic mice. This might account for the considerable differences in the patterns, profiles, and degrees of hypomethylation between human cancers and Dnmt1 hypomorphic mouse models (16, 17) . For example, the degrees of hypomethylation induced in the mouse models are more severe than those found in human cancers (17) . In addition, hypomethylation in human colorectal cancer is primarily found at late-replicating lamina-associated domains (LADs; refs. 16, 17) . Thus, we should view with caution the insights obtained from Dnmt1 hypomorphic mouse models. relatively mild levels of demethylation of Alu (an average of 7.7%), which is much lower than hypomethylation found in the Dnmt1 null and hypomorphic mice (2, 4, 5, 18 
